LETTERS TO THE EDITOR exist many parameter sets that are equally valid de scriptions of the experimental data. A parameter set other than the one that Sawada et al. (1990) have published could lead to the conclusion that the ob served (S,S)-IQNB binding is mainly nonspecific.
IN VIVO NONSPECIFIC BINDING PARAMETERS OF (R,R)-e25I]4I Q NB ESTIMATED FROM THE PHARMACOKINETICS OF THE (S,S)_[125I]4IQNB STEREOISOMER
To the Editor:
A proposed method of determining nonspecific binding parameters for a receptor binding radioli gand is to measure the pharmacokinetics of a ste reoisomer whose affinity for receptor is lower (Wagner, 1986) . We have investigated a specific ex ample to gain a better understanding of when the parameters derived from the stereoisomer may rea sonably be used to estimate the nonspecific binding of the original radioligand. Our analysis of data from a recent report (Sawada et aI., 1990) suggests that even a stereoisomer with a low relative affinity can exhibit a high degree of specific binding. The simulated concentration of free ligand in tissue implicitly includes nonspecific tissue localization, as is true in any model that does not contain an explicit nonspecific compartment (Wong et aI., 1986; Zeeberg and Wagner, 1987 O. The simulations of all other regions of interest also fit the published curves (data not shown). The simulations of (R,R)-IQNB and (S,S)-IQNB phar macokinetics for frontal cortex showed high ratios of specific to nonspecific binding for both isomers (Fig. 1) , and the ratios of specific to nonspecific binding for (S,S)-IQNB were similarly high for all other brain regions listed by Sawada et al. (1990) (data not shown).
In another series of simulations, we used the pub lished parameters for (R,R)-IQNB but changed the k3 1 k4 ratio to make the in vivo affinity for receptor toO times lower. The altered k3 1 k4 represents the When the k3 1 k4 ratio in the simulation was 100 times lower than the k3 1 k4 ratio for (R,R)-IQNB, �90% of binding was specific (Fig. 2) . With a k3 / k4 of 1,000 times lower than for (R,R)-IQNB, the amounts of specific and nonspecific binding were about equal. When k3 1 k4 was to,OOO times lower than that for (R,R)-IQNB, nonspecific binding pre dominated. The k3 1 k4 ratios obtained by increasing k4' by simultaneously decreasing k3 and increasing k4' or by decreasing k3 gave similar estimates for the amounts of specific and nonspecific binding (data not shown).
100-fold lower mAChR affinity of (S,S)-IQNB that is suggested by the in vitro comparison between the (R,R) and (S,S) isomers, cited by
Although its lower affinity for the mAChR makes (S,S)-IQNB a possible probe for nonspecific bind ing, our simulation shows that the low affinity does not ensure that (S,S)-IQNB's binding is mostly non specific. However, the assumption of predomi nantly nonspecific binding is not necessarily false;
since the estimation of parameters is an "ill conditioned problem" (Zeeberg et al., 1988) , there 
